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1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

03 March 2000 (03.03.00) 



□ 



in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

| | was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





The International Bureau of WIPO 
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121 1 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 
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R. Forax 

Telephone No.: (41-22) 338.83.38 
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(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
S-13-PCT 



FOR FURTHER ACTION 



SeeNotificationofTransmittaloflnternational Preliminary 
Examination Report (Form PCT/1PEA/416) 



International application No. 

PCT/JP99/04249 



International filing date (day/month/year) 
04 August 1999 (04.08.99) 



Priority date {day/month/year) 

05 August 1998 (05.08.98) 

RECEIVED 

MAR 2 9 2001 
ItUH UfcN I ER 1600/2100 



International Patent Classification (IPC) or national classification and IPC 
A61K 38/18, A61P9/10 



Applicant 



SUMITOMO PHARMACUETICALS CO., LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 



II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

03 March 2000 (03.03.00) 


Date of completion of this report 

02 November 2000 (02. 1 1 .2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



icffial app 



Intern at icftal application No. 

PCT/JP99/04249 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[X] the international application as originally filed 

| | the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



| 1 the drawings: 

pages 

pages 

pages 



. as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



. filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

1 | the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 
1 1 the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I 1 contained in the international application in written form. 

1 | filed together with the international application in computer readable form. 

1 I furnished subsequently to this Authority in written form. 

I | furnished subsequently to this Authority in computer readable form. 

1 | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
I | The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 

4. I I The amendments have resulted in the cancellation of: 

I 1 the description, pages 

1 1 the claims. Nos. 

I 1 the drawings, sheets/fig 

I I This report ^ as k een established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. 1 6 
and 70. 1 7). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



tic&al at 



International application No. 

PCT/JP99/04249 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



I . Statement 

Novelty (N) Claims YES 

Claims 1-15 NO 

Inventive step (IS) Claims YES 

Claims 1-15 NO 

Industrial applicability (IA) Claims 1-15 YES 

Claims NO 



2. Citations and explanations 

Document 1 [Takahiro Yamaguchi et al., "Examination of efficacy of using hepatocyte growth 
factor together with laser surgery for regenerating deficient cardiac muscle in the treatment of 
chronic ischemic disease," Japanese Circulation Journal, Vol. 62, Supplement I, Feb. 1998, p. 
407, P089], document 2 [JP 5 7-300426, A (Snow Brand Milk Products Co., Ltd.) 14 November 
1995 (14.11.95) & WO, 95/29694, Al & EP, 784980, Al & US, 5840311, A],Claims; Par. Nos. 
0008, 0009, and 0013, document 3 [JP, 8-295634, A (Sumitomo Pharmaceuticals Co., Ltd.) 12 
November 1996 (12.1 1.96) Claims; Par. No. 0014 (Family: none)], document 4 [JP, 5-97694, A 
(Denki Kagaku Kogyo Ltd.) 20 April 1993 (20.04.93) Claim 3; Par. Nos. 0010, 0036 (Family: 
none)], document 5 [WO, 93/03061, Al (Toray Industries Inc.) 18 February 1993 (18.02.93) & 
EP, 550769, Al]] Claims; page 29, line 19 to page 30, line 3, and document 6 [JP, 6-340546, A 
(Toshikazu Nakamura) 13 December 1994 (13.12.94) & WO, 93/08821, Al & EP, 724884, Al] 
Claims; Par. No. 0012 cited in the international search report describe pharmaceutical products 
that have hepatic growth factor (HGF) as the active ingredient and that distribute an effective 
amount of this growth factor to tissues at a local site of administration and their surrounding 
tissues. Documents 1-3 further state that the pharmaceutical products are used especially for the 
treatment of ischemic diseases of the heart and limbs, and for arterial disease. Therefore, the 
subject matter of Claims 1-15 does not appear to be novel. 
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PC 

REQUEST 



The undersigned requests that the present 
international application be processed 
according to the Patent Cooperation Treaty. 



For reWmng Office use only 



International Application No. 



International Filing Date 



Name of receiving Office and "PCT International Application" 



Applicant's or agent's file reference 

(if desired) (12 characters maximum) S ~ 1 3 — PCT 



Box No. I TITLE OF INVENTION 

PREPARATIONS FOR ADMINISTRATION OF HEPATOCYTE GROWTH FACTOR 


Box No. II APPLICANT 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. TJie address must include postaVcode and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

Sumitomo Pharmaceuticals Co- , Ltd. 

2-8, Doshomachi 2-chome, Chuo-ku, Osaka- 
shi, Osaka 541-8510 Japan 


[ | This person is afso inventor. 


Telephone No. 


Facsimile No. 


Teleprinter No. 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant | 1 all designated | | all designated States except 1 1 the United States | | the States indicated in 
for the purposes of: 1 I States 1 V 1 the United States of America | | of America only | | the Supplemental Box 


Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postaVcode and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

NAGANO Tomokazu 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
1-98, Kasugadenaka 3-chome, Konohana-ku, 
Osaka-shi, Osaka 554-0022 Japan 


This person is: 

| | applicant only 

| y| applicant and inventor 

inventor only (Jf this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person* is applicant | | all designated I 1 all designated States except 1 | the United States 1 1 the States indicated in 
for the purposes of: 1 1 States | I the United States of America 1 V 1 of America only I | the Supplemental Box 


| V | Further applicants and/or (further) inventors are indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf „ 1 1 ~ „ 

of the applicant(s) before the competent International Authorities as: V a S ent |_J common representat.ve 


Name and address: (Family namefollowed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country.) 

8548 Patent Attorney HIROSE Takayoshi 

Takahashi Bldg. Kita-sangokan 6th Floor, 
13-3, Nishitenma 5-chome, Kita-ku, Osaka-shi, 
Osaka 530-0047 Japan 


Telephone No. 

06-6315-8021 


Facsimile No. 

06-6315-8025 


Teleprinter No. 


1 | Address for correspondence: Mark this check-box where no aeent or common representative is/has been appointed and the 
1 1 space above is used instead to indicate a special address to whicn correspondence should be sent. 



Form PCT/RO/101 (first sheet) (July 1998; reprint July 1999) 



See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill F^P^ER APPLICANT(S) AND/OR (FURTHER) wWnTOR(S) 



If none of the following sub-boxes is used, this sheet should not be included in the request 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

KUDO Ikue 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
11, Kanda-surugadai 3-chome, Chiyoda-ku, 
Tokyo 101-8319 Japan 


This person is: 

| | applicant only 

| y | applicant and inventor 

inventor only (If this check-box 
is marked, do not Jill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant 1 I all designated 1 | all designated States except PTTI the United States 1 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of America 1 v 1 of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
desigtxation. The address must include postal code and name of countrv. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

KAWAMURA Takao 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
1-98, Kasugadenaka 3-chome, Konohana-ku, 
Osaka-shi, Osaka 554-0022 Japan 


This person is: 

[ | applicant only 

| y | applicant and inventor 

1 1 inventor only (If this check-box 
is marked, do not Jill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant I I all designated | 1 all designated States except I 1 the United States j j the States indicated in 

for the purposes of: | | States | | the United States of America I y I of America only | ( the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, fill official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

TAIJI Mutsuo 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
1-98, Kasugadenaka 3-chome, Konohana-ku, 
Osaka-shi, Osaka 554-0022 Japan 


This person is: 

| | applicant only 

[y 1 applicant and inventor 

1 1 inventor only (If this check-box 
' ' is marked, do not fill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant | [ all designated 1 1 all designated States except j 1 the United States i j the States indicated in 

for the purposes of: | | States | | the United States of America 1 V 1 of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. TJie address must include postal code and name of country. The countrv of tlie 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

NOGUCHI Hiroshi 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
11, Kanda-surugadai 3-chome, Chiyoda-ku, 
Tokyo 101-8319 Japan 


This person is: 

| | applicant only 

|y j applicant and inventor 

| | inventor only (If tliis check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant | I all designated | | all designated States except | 1 the United States 1 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of America 1 V 1 of America only | | the Supplemental Box 


V Further applicants and/or (further) inventors are indicated on another continuation sheet. 



Form PCT/RO/101 (continuation sheet) (July 1998; reprint July 1999) See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill Fl^^ER APPLICANT(S) AND/OR (FURTHER) iHRjTOR(S) 



If none of the following sub-boxes is used, this sheet should not be included in the request 


Name and address: (Family name followed by given name; for a legal entity, fill official 
designation. The address must include postal code and name of country. Tlie country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

TAN I Shunsuke 

c/o Sumitomo Pharmaceuticals Co. , Ltd. , 

2-8, Doshomachi 2-chome, Chuo-ku, Osaka-shi, 

Osaka 541-8510 Japan 


This person is: 

| | applicant only 

| y | applicant and inventor 

1 inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant I 1 all designated | | all designated States except r— I the United States | 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of America 1 V 1 of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 

MAEDA Hiroo 

c/o Sumitomo Pharmaceuticals Co., Ltd., 
3-45, Kurakakiuchi 1-chome, Ibaraki-shi, (" 
Osaka 567-0878 Japan 


This person is: 

j | applicant only 

[ yj applicant and inventor 

inventor only (If this check-box 
is marked, do not Jill in below.) 


State (that is, country) of nationality: 

JAPAN 


State (that is, country) of residence: 

JAPAN 


This person is applicant | | all designated | | all designated States except | 1 the United States 1 | the States indicated in 
for the purposes of: I I States | | the United States of America 1 V 1 of America only | [ the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 


This person is: 

| | applicant only 

| | applicant and inventor 

| 1 inventor only (If this check-box 
' ' is marked, do not Jill in below.) 


State (that is, country) of nationality: 


State (that is, country) of residence: 


This person is applicant | I ail designated 1 1 all designated States except 1 1 the United States j 1 the States indicated in 

for the purposes of: | | States | | the United States of America | | of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicated in this Box is the applicant 's State (that is, country) of residence if no State 
of residence is indicated below.) 


This person is: 

| [ applicant only 

| | applicant and inventor 

| | inventor only (If this check-box 
is marked, do not Jill in below.) 


State (that is, coiintoy) of nationality: 


State (that is, country) of residence: 


This person is applicant 1 1 all designated I 1 all designated States except | 1 the United States 1 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of America | | of America only | | the Supplemental Box 


| | Further applicants and/or (further) inventors are indicated on another continuation sheet. 
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Box No.V 



DESIGNATION d 



TES 



Sheet No. 



The following designations are hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 



52 



AP 



EA 



ARIPO Patent: GH Ghana, G M Gambia, KE Kenya, LS Lesotho, MW Malawi, SD Sudan, S L Sierra Leone, SZ Swaziland, 
UG Uganda, ZW Zimbabwe, and any other State which is a Contracting State of the Harare Protocol and of the PCT 

Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan > KZ Kazakhstan, MD Republic of 
Moldova, RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State 
of the Eurasian Patent Convention and of the PCT 

European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, CY Cyprus, DE Germany, 
DKDenmark, ES Spain, FI Finland, FRFrance, GB United Kingdom, GR Greece, IE Ireland, IT Italy, LU Luxembourg, 
IMC Monaco, NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting State of the European 
Patent Convention and of the PCT 

OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI Cote d'lvoire, CM Cameroon, 
GA Gabon, GN Guinea, GW Guinea-Bissau, ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and 
any other State which is a member State of OAPI and a Contracting State of the PCT Qf other kind of protection or treatment 
desired, specify on dotted line) 

National Patent (if other kind of protection or treatment desired, specify on dotted line) : 

52 AE United Arab Emirates 

M 



53 EP 



53 oa 



El 

El 
El 
El 
0 

m 

El 
El 
53 

m 
m 

m 
m 
m 

E3 
13 

ei 
is 
ta 

® 

m 
® 
ei 

m 

ei 
□ 

® 
m 
0 



AL Albania 

AM Armenia 

AT Austria 

AU Australia 

AZ Azerbaijan 

BA Bosnia and Herzegovina 

BB Barbados 

BG Bulgaria 

BR Brazil . . 

BY Belarus 

CA Canada 

CH and LI Switzerland and Liechtenstein 

CN China 

CU Cuba 

CZ Czech Republic 

DE Germany 

DK Denmark 

EE Estonia 

ES Spain 

FI Finland 

GB United Kingdom 

GD Grenada 

GE Georgia 

GH Ghana 

GM Gambia 

HR Croatia 

HU Hungary 

ID Indonesia 

IL Israel 

IN India 

IS Iceland 

JP Japan 

KE Kenya 

KG Kyrgyzstan 

KP Democratic People's Republic of Korea 

KR Republic of Korea 

KZ Kazakhstan 

LC Saint Lucia 

LK Sri Lanka 



® 

52 

m 

M 
M 
El 
EI 
El 

52 

52 

m 

M 
E2 

m 
m 

El 
EI 
EI 
EI 
El 
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53 
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52 
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M 
EI 
El 

m 
m 

52 
El 
EI 

Check-boxes reserved for designating States which have 
become party to the PCT after issuance of this sheet: 

□ 

□ , 



LR Liberia 

LS Lesotho 

LT Lithuania 

LU Luxembourg 

LV Latvia 

MD Republic of Moldova 

MG Madagascar 

MK The former Yugoslav Republic of Macedonia 

MN Mongolia 

MW Malawi 

MX Mexico 

NO Norway 

New Zealand 

Poland 

Portugal 

Romania 

Russian Federation 

Sudan 
Sweden 
Singapore 

Slovenia 

Slovakia 

Sierra Leone 

Tajikistan 

Turkmenistan 

Turkey 

Trinidad and Tobago 

Ukraine 

Uganda 

United States of America 



NZ 

PL 

PT 

RO 

RU 

SD 

SE 

SG 

SI 

SK 

SL 

TJ 

TM 

TR 

TT 

UA 

UG 

US 



UZ 
VN 
YU 
ZA 
ZW 



Uzbekistan . . 
Viet Nam . . . 
Yugoslavia . 

South Africa . 

Zimbabwe . . 



Precautionary Designation Statement; In addition to the designations made above, the applicant also makes under Rule 4.9(b) all other 
designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental Box as being excluded 
from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that any 
designation which is not confirmed before the expiration of 1 5 months from the priority date is to be regarded as withdrawn by the applicant 
at the expiration of that time limit. (Confirmation of a designation consists of the filing of a notice specifying that designation and the payment of 
tfie designation and confirmation fees. Confirmation must reach t/ie receiving Office within the 15-month time limit) 
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See Notes to the request form 



Filing date 
of earlier application 
(day/month/year) 


Number 

r\T j 11 1 TliPr or"\r>! i/^if i An 

UL CdlliCl appilCdUUn 


Where earlier application is: 


national application: 
country 


regional application:* 
regional Office 


international application: 
receiving Office 


item (1) 

05. 08. 98 


Japanese Patent 
Application No. 
10/222170 


JAPAN 






item (2) 

13. 01. 99 


Japanese Patent 
Application No. 
11/6261 


JAPAN 






item (3) 











Box No. V! PRIORITY CLA 



m 



Sheet No. 



I I Further priority c^^^Pire indicated in the Supplemental Box. 



| | The receiving Office is requested to prepare and transmit to the International Bureau a certified copy 
of the earlier application(s) (only if the earlier application was filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as item(s): 

* Where the earlier application is an ARIPO application, it is mandatory to indicate in the Supplemental Box at least one country party to the Paris 
Convention for the Protection of Industrial Property for which that earlier application was filed (Rule 4. 1 0(b) (ii)J. See Supplemental Box. 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 



Choice of International Searching Authority (ISA) 

(if two or more International Searching Authorities are 
competent to carry out the international search, indicate 
the Authority chosen; the two- letter code may be used) : 

ISA/ jp 



Request to use results of earlier search; reference to that search (if an earlier 
search has been carried out by or requested from the International Searching Authority): 



Date (day/month/year) 



Number 



Country (or regional Office) 



Box No. VIII CHECK LIST; LANGUAGE OF FILING 



This international application contains 
the following number of sheets: 

request 5 

description (excluding 
sequence listing part) 2 4 

claims 2 

abstract j_ 

drawings 7 

sequence listing part 

of description Q 



Total number of sheets 



39 



This international application is accompanied by the item(s) marked below: 

1. EI fee calculation sheet 

2. (V] separate signed power of attorney 

3. copy of general power of attorney; reference number, if any: 

4. □ statement explaining lack of signature 

5. □ priority document(s) identified in Box No. VI as item(s): 

6. £3 translation of international application into (language): 

7. Q] separate indications concerning deposited microorganism or other biological material 

8. Q nucleotide and/or amino acid sequence listing in computer readable form 

9. □ other (specify): 



Figure of the drawings which 
should accompany the abstract: 


Language of filing of the 
international application: 


Box No. IX SIGNATURE OF APPLICANT OR AGENT 



Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request). 



Takayoshi Hirose (seal) 



1. 


Date of actual receipt of the purported 
international application: 


For rece 




2. Drawings: 


3. 


Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 






| | received: 


4. 


Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 






| | not received: 


5. 


International Searching Authority . , 
(if two or more are competent): loA / 




6. | 1 Transmittal of search copy delayed 
1 1 until search fee is paid. 





Date of receipt of the record copy 
by the International Bureau: 



For International Bureau use only , 



Form PCT/RO/ 101 (last sheet) (July 1998; reprint July 1999) 



See Notes to the request form 



I 



• 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/04249 



A. CLASSIFICATION OF SUBJECT MATTER 
Int .CI 6 A61K38/18 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 A61K38/18 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



X 



X 



X 
Y 



Takahiro Yamaguchi etal., "Examination on effect of using 
Hepatocyte Growth Factor, together with laser operations 
for reproducing defected parts of cardiac muscles, 
for treatment of chronic ischemic diseases" , Japanese 
Circulation Journal, Feb 19 98, Vol.62, Supplement I, 
p. 407, P089 

JP, 7-300426, A (Snow Brand Milk Products Co., Ltd.), 

14 November, 1995 (14.11.95), 

Claims; [0008], [0009], [0013] 

& WO, 95/29694, Al & EP , 784980, Al 

Sc US, 5840311, A 

JP, 8-295634, A (Sumitomo Pharmaceuticals Co., Ltd.), 
12 November, 1996 (12.11.96), 
Claim; [0011] , (family: none) 

JP, 5-97694, A (Denki Kagaku Kogyo Ltd.), 
20 April, 1993 (20.04.93), 

Claims; [0003], [0010], [0036], (Family: none)' 



1-15 



1-15 



1-15 



1-8, 11, 12, 15 
9,10,13,14 



Further documents are listed in the continuation of Box C. See patent family annex. 



* Special categories of cited documents: *T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing "X" 

date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
08 November, 1999 (08.11.99) 



Date of mailing of the international search report 

16 November, 1999 (16.11.99) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCTASA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/04249 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
Y 



X 
Y 



Citation of document, with indication, where appropriate, of the relevant passages 



WO, 93/03061, Al (Toray Industries Inc.) 
18 February, 1993 (18.02^.93) 
Claim; page 29, line 19 to page 30, line 3 
& EP, 550769, Al 

JP, 6-340546, A (toshikazu Nakamura) , 
13 December, 1994 (13.12.94) 
Claim; [0012] 

Sc WO, 93/08821,- Al & EP, 724884, Al 

Van BELLE, Eric et al , Potentiated Angiogenic Effect of 
Scatter Factor/Hepatocyte Growth Factor via Induction of 
Vascular Endothelial Growth Factor, Circulation, May 1998, 
Vol.97, No. 4, pp. 381-390, Abstract, Discussion 



Relevant to claim No. 



1-8, 11, 12, 15 
9, 10, 13, 14 



1-8 , 11, 12, 15 
9, 10, 13, 14 



9, 10, 13,14 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



PCT 



a br * m i 




(51) S^#fF5>g6 
A61K 38/18 



Al 



(11) BIS&H*? 

(43) mm&ma 



WO00/07615 



2000^2^17 6(17.02.00) 



(21) &»mm** 

(22) m&mms 

(30) «5fetSx-^ 

i^Ji^ 10/222 170 
#K¥ 11/6261 



PCT/JP99/04249 



1 999^8^4 0(04.08.99) 



1998^8^5 0(05.08.98) JP 
1999^1^ 13 0(13.01.99) J? 



(71) mmx (*H*»<"r>«-co»36Hico^-c); 

(SUMITOMO PHARMACEUTICALS CO., LTD.)[JP/JP] 
T541-8510 ±mm^m^K^m2TB2m^ Osaka, (JP) 

(72) ; *><fctf 

(75) «W#/ffl*A OfcBfcoi^TG)*) 
*^@-(NAGANO, Tomokazu)[JP/JP] 
?W3&^(KAWAMURA, Takao)[JP/JP] 
*Jfttt*(TAIJI, Mutsuo)[JP/JP] 

T554-0022 *BBS*KTfT*t?EE#B W^3TI 1#98«- 

tttSIfta^ttrt Osaka, (JP) 

^KWK(KUDO, Dcue)[JP/JP] 

» P %(NOGUCHI f Hiroshi)[JP/JP] 

t 101-8319 m#Mi L tt®&.nmm®i32TnimM 

QOCMMtt^ttft Tokyo, (JP) 



» ftW(TANI ( Shunsukc)[JP/JP] 

T541-8510 *BEifiF*IRm+*Eil*IHr2Ti2#8-?- 

ft£SBI«ftSttA Osaka, (JP) 

Kf B3A*t(MAEDA, Hiroo)[JP/JP] 

f 567-0878 xwLffi%i*itimmft it mm$% 

(74) ftSA 

H(HIROSE, Takayoshi) 
T530-0047 *RJS*RrtT*EIff^»5Tai3#3^ 
Bf«^4t3*ll6llf Osaka, (JP) 

(81) »£B AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, 
CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, ICE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, LV, 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZA, ZW, ft ffl 
»ff (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, 
NL, PT, SE), OAPrtMf (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), ARIPO#f? (GH, GM, KE, LS, MW, SD, SL, 
SZ,UG,ZW), a-9^7»lt (AM, AZ, BY, KG, KZ, MD, RU, TJ, 
TM) 



(54)Title: PREPARATIONS FOR THE ADMINISTRATION OF HEPATOCYTE GROWTH FACTOR 

(54)3S9Jtf>£# BfmwmmmMm*&$mmm 



(57) Abstract 

Preparations to be administered for treating or preventing ischemic diseases or arterial diseases which contain hepatocyte growth 
factor (HGF) as the active ingredient. Compared with intravenous administration, these preparations are advantageous in that the HGF 
concentration can be maintained at the affected part to which HGF has been administered and thus the half-life can be prolonged and the 
administration dose can be reduced; and they exert the effect almost exclusively on the affected part. 



(57)M$J 

RunMimm.m? chgf) zmunfrtLxitmu mtf&m&z^imm 
nmn^t sm uth g f mz&m® h g f ms&ymz ti^nmi><& 



A E 




DM 




KZ 




RU 




A L 




EE 




LC 




SD 




AM 




ES 




L 1 


y tr>is3Lf<<> 


SE 




AT 


hVT 


F ! 




LK 


* y • 9 


SG 




AU 


h?VT 


FR 




LR 


S I 




AZ 




GA 




LS 


uy h 


SK 


^n^7*7 


BA 




GB 




LT 


y kt— t 


SL 




BB 




GD 


LU 




SN 




BE 




GE 




LV 


7h^7 


sz 


B F 


roi"?-*- . 7r y 


GH 




MA 




TD 




BC 




GM 




MC 




TG 




B J 




GN 




MD 




T J 




BR 




GW 




MG 




TZ 




BY 


— > 


GR 


*y->* 


MK 




TM 




CA 




HR 






mm 


TR 




CF 




HU 




ML 




TT 




CG 




I D 




MN 




UA 




CH 




I E 




MR 


*-y^=7 


UG 




C I 




I L 




MW 




US 




CM 




I N 




MX 




uz 




CN 




I S 




NE 




VN 




CR 


3^ • y* 


I T 




NL 




YU 


a-^9f7 


cu 




J P 


B* 


NO 




ZA 


ffir^ya&fr© 


CY 




KE 




NZ 




ZW 




CZ 




KG 




PL 








DE 




KP 




PT 








DK 




KR 


OS 


RO 


A — -?=*7 







t> & m 



PCT 



RK 'D f 7 NOV 2000 



WIPO 



(si i mMnmm$S563k) 

[ P C T 3 6 4kRXf P C T«SU70) 



PCT 



<Z>WBIB#. S-13-PCT 


^<0^^icot>-c«:, gK^«S^fa^?>i2!ttiI*n («^PCT/ 

I PEA/4 1 6) ^mii:. 


PCT/ J P 9 9/0 4 2 4 9 


(0.^.^) 04. 08. 99 


«5fe0 

(0.^^) 05. 08. 98 


BBWffMi* (IPC) 

Int. 


C 1 7 


A61K38/18, A61P9/10 




tillA (ft******) 







i. mm^mm^mm^^^tzz.<Dmm^m^m^&mnmmm57^ (pct36^) ^^(^v^ttrs. 
(pcT«flij7o. i6RT$pcTmmmmm6 o m-mm) 



I 


IS 


n 


□ 


m 


□ 


IV 


□ 


V 




VI 


□ 


vn 


□ 


vm 


□ 



0 3. 0 3. 0 0 


0 2. 11. 00 


0 *m%ff?JT ( I P E A/ J P ) 
1 0 0-8 9 1 5 


«B#* 03-3581-1101 rt* 


4 C 


9 2 8 4 


t 3 4 5 2 



S4PCT/IPEA/4 0 9 (««) (1 9 9 8^7^) 



BK7««S*fr 




i55aj^#-*§- P C T/ JP9 9/04 2 4 9 



^0HIRiH■»*«#^iTE0Ul■«■te»<5v^•cffJ*^Fi^fc. (ifcgl6& (PCTU*) <ommzm^<^iz 

PCTS1IJ70. 16, 70. 17) 



|x| tumoBBUIIM' 



□ litotes jb 



PCTl 9*0^|cX<5£«:E£;h^t>^ 



Hi® 



9S 



F0>e*«tf>«# Iff 



_Liso5*Stt, TiEo-B-is-efc* mx~hz 0 

□ a»»il3i£cofcae>{c:«ffl $ ttfc P C T£IMiJ23. 1 (b) (c^ p i^ofi 

□ p c Taia48. 3(b) iz.^? mm^m<Dmm 

□ »®f^ «t s izmm l feisty t ? u * 4*#\z.±z> mmm tcis^ l fcia^jas i^— -c*> * b ^hes* 



□ ^M* m 

□ (US 



JS 



ixZ><DX% %<K>miEtfZtitefroizt><Z>b LTMLfco (P C T8HU70. 2(c) w<^E&<&tfSL#jtffl«l*-L 



SSPCT/ I PEA/4 0 9 (III) (1 9 9 8¥7J3) 



l85lttiS## PCT/J P 9 9/0 4 2 4 9 



v. sfftte, ^i#tt3t«:MlS±o^lJ«^^|g^4^c:ov^T<oi^ml 2^fe (pct35*(2)> fc5£«>$ju?, **t4r*{*m* 



i. it,* 



Sr*fH£ (N) 






* 






1-15 


m 


(I S) 






* 






1-15 


m 


»rtBtt ( i a) 




1-15 













2. xms.xfm.rn (pctsiij7o.7) 

If *<7)*S|g 1 - l 5 te, Xife l (PUP fiJiA r«^jfiL,frjKfc#-t-S if 

— 'MP3^cB&aff^^tJl*3»tSHepatocyte Growth Factorflrffl^j^cD^i^j „ Japanese 
Circulation Journal, Feb 1998, Vol.62, Supplement I, p. 407, P089) „ 
(JP, 7-3 0 0 4 2 6, A (»PP?L^5t^±) 14. llfl. 1995 
(14. 11. 95) &WO, 9 5/2 9 6 9 4, Al&EP, 7 8 4 9 8 0, Al 

&US, 5840311, A) <Di&m$l &<D%&m. [0008], [0009], 
[0013] , XWt3 (JP, 8-295634, A (£2CM5£4*5£#*±) 1 2 . 
11.3. 1 9 96 (12. 1 1. 96) 77^-41) co#fFfif3fc<7)$&|g, 
[0014] , Xtik4 (JP, 5-97694, A («^k^X||^#|±) 2 0 . 

4M. 1993 (20. 04. 93) O [If ^ 3 ] , 

[0010], [0 0 3 6] , J»5 (WO, 93/03061, Al 0IC 

*±) 18. 2 J! . 1993 (18. 02. 1993) &EP, 550769, Al) 

<Dn*<Dmm. 12 9^11 9*t-!&3 o-<-^m3n, xms (jp, 6- 

3 4 0 5 4 6, A (cp# fcfe— ) 13. 121. 1994 (13. 12. 94) & 
WO, 9 3/0 8 8 2 1, Al&EP, 724884, Al) ©#fpgf ^<7>|SIB, 

JS°J 2 LEi fi^Sfif^fgH^ (hg f) ^t»a, sw^^fog 



SSPCT/IPEA/4 09 (&V«) (1 9 9 8^7^) 




PC 



m 



4* W 



t> & m 



(8x835, &lfcf?«jW£4<h 41&) 
(PCT18&, PCT8UUJ43, 44] 



WSISIE# S-13-PCT 


^««>*»#fcoVNXtt, SI8fB*#^05^iBM&*5£(PCT/I SA/2 2 0) 


PCT/J P 9 9/0 4 2 4 9 


(R.Jl.m 04. 0 8. 9 9 


&3fcB 

( B . . <¥) 0 5 • 08 - 98 


ttifgA (ft^Xtt^&^O 



1. BS£fS£#R1&Ofi«| 

3. □ 3693©*— tta s A*nLTi#*3 (fgnWRB).. 



4. ^mn^m-t 



5. S&Jfi . Ix] ffllSA* s iimLfc'bco^*^-t-5o 

□ amWfc**:h/0*aJ:5fc, aSttfif«fllJ»47* (P CT«flU38. 2(b)) O&^J: 5 

i 

35 mt-tZ. □ fflSSAd^Lfcirio'J-Cfoa,, |X] fcL 



iSCPCT/ I SA/2 1 0 (Sgl-i-i^) (1 9 9 8^7^) 



a. &w<Dm-tz#&<oftm <Bm*m&m (ipc) ) 

I n t . C 1 4 A6 1K3 8/1 8 



PCT/J P 9 9/0 4 2 4 9 



b. gggfrjTofca-g 



Si3£&*Tofcg/JMKSIi|s|- (BIRttflftHR (IPC) ) 
Int. CI* A6 1K3 8/1 8 



CAPLUS (STN) 









X 
X 


flffiUjofrSHepatocyte Growth Factor#^^b^:(D^s4j » Japanese 
Circulation Journal, Feb 1998, Vol. 62, Supplement I, p. 407, 
P089 

JP, 7-300426, A (WfP?LH^^^±) 14. 111. 
1995 (14. 11. 95) #WfS*W*gHv [00 0 8] „ 
[0 0 0 9], [0013] 
&WO, 95/2 9 6 9 4, Al&EP, 7 8 4 9 8 0, Al 
&U S, 5 840311, A 


1-15 
1-15 



sett (a*«r#i-) 

TOj PSHfc:J:5HJjj*. m?r^\Z--mR-}-Z>XlBk 

TPj BKttBI BITOT. ^offi5fe*tO±3SroS«6t^.5ttl® 



«fc o ft ^ i: % x h ft 5 1 

r&j pi-^ryh77;y-t» 



0 8. 11. 9 9 



HESfH3£$fi^<03gi£B 



1 6J 1.99 



B^S^ffJr (I SA/J P) 
!?<£#-!§- 100-8915 



4 C 



9 2 8 4 



Efg#-§- 03-3581-1 101 



3 4 5 2 



^PCT/ISA/2 10 (SS2-<-v>) (1 9 9 8^7^) 





B£tm^^ PCT/JP9 9/04 24 9 








vmtz 


X 

X 
Y 

X 
Y 

X 
Y 

Y 


J P, 8-2 9 5 6 34, A (ftSl*ilSt*S#tfc) 12. llfl. 
1996 (12. 1 1. 96) #trlf3fcO^B N [001 1 ] 

JP, 5-9 7 6 9 4, A (t^bf litt^lt) 2 0. 4J3. 

1993 (20. 04. 93) [gfjfcfi 3 ] , [0010], 
[0 0 3 6] 

WO, 9 3/0 3 0 6 1, Al (j|C Mfc5£#£t) 18. 2J3. 
1 9 9 3 (1 8. 0 2.- 9 3) »Jft©*6H, f 2 9-<— ^1 9ff 
-03 O^-v^^T 
&E P, 55076 9, Al 

JP, 6-3 40 54 6, A (44t Ift— ) 13. 12^. 

1994 (13. 12. 9 4) #fFsf *O^H. [0012] 
&WO, 93/0 8 8 2 1, Al&EP, 7 24 8 8 4, Al 

Van BELLE, Eric et al, Potentiated Angiogenic Effect of 
Scatter Factor/Hepatocyte Growth Factor via Induction of 
Vascular Endothelial Growth Factor, Circulation, May 1998, 
Vol. 97, No. 4, pp. 381-390, Abstract, Discussion 

• 


1-15 

1-8, 11, 12, 15 
9, 10, 13, 14 

1-8, 11, 12, 15 
9, 10, 13, 14 

1-8, 11, 12, 15 
9, 10, 13, 14 

9, 10, 13, 14 



iSPCT/ISA/2 10 (JB2^<— i?©**) (1 9 9 8^7^) 



WO 00/07615 




PCT/5l' ; $9/04249 



m m m 

^¥tmz, Brmmftummm* chgf) £w«#£ut-m-u mk&mm.x 

10 

jftmnmmmmm^ (hgf) tejmMMmzttTz&jjt^m&mm^t tr^ 

Ji.<**U ^©itfc^n — — >^a<tt£ftfc^>/-?^|tr&S (Biochem B 
iophys Res Co mm u n , 122, 1450 (1984). Proc. 
15 Natl. Acad. Sci. USA, 83, 6489, (1986). FEBS 
Letter, 22, 231 (1987). Nature, 342, 440 (198 
9) . P r o c. Natl. Acad. Sci. USA, 87, 3200 (1991 
) ) o -€-©^©SF0SiC«tt). HGFiii n v i v o iC&l vrffFlffeH^t LT^« 

20 ttlif W:^^J^^LTl^C^B|^^fj: 0 Tgfc (S ymp. So 
c. Exp. Biol. , 47cel 1 behavior, 227-234 (19 
93), Proc. Natl. Acad. Sci., 90, 1937-1941 (1 
993), Circulation, 97, 381-390 (1 9 9 8) ) c Tftt) 



WO 00/07615 



• 



PCT/JP99/04249 



d©ct (-HG F teitmx&.mT ©«fE£tea& iltl* oti'^ E 
Mm£LTf£MTZtzto<D&*t£&frib<t££nxgtz 0 L^U CCTKSi^-pT 
£ fc©#H G F ©i^TOfiliT^ £ <, H G F ©^MKBttft 1 0 frtM < . jfo.*M 

/Co 

lifiBlfelftLt^S^f^bK*^* H G F ©S-^fCgi Ltfe, ^J^.(f#M^t!jMrt^©S 
-^©TO^£tlTt^£ (Circulation, 97, 381-390 (1998 
) ) o c©i; ^ «*f;i/f:^t§»^i , MttEl^ 

^ffi^%tz&<D&^mm\\^w&-fz>z\t^mmt-rz> 0 ^bcm,<(i> ^stx^ 
h<Dxh<o, &^ntzHGF(Dmmi<hm^^xm< . mm^!^£HMi,x^ 

&^fe©*Mt*Sft«fToT£/c 0 ±I£ESi:^t5H G F ©&-<*•&£ LT. f#MW 



WO 00/07615 




PCT/JP99/04249 



^u^WMfet^^^ic^ 5HGF ©& *§.|co(, HM£> -5 o ^itM/fcft^otS: 

G F ^Ti&-^- U/c^^H fe „ ®5^3 i: mmz.&MU&VG!) HGF < If 

15 — ^ HGF««Uci^C(i, jl^CHGFtg^KIW^^©!: 

20 HGF©^^S^<!:^Mrt^-^XS^<t^JtKU^<tc:5. ®5^l*Ii£^ 



WO 00/07615 4 PCT/JP99/04249 



^JBLhs «fc K> $mKi± 2 0 0 «LL <b £ £ c <t $ n/c 0 

-T'Wc-Me toy V^b^Jl^n^^^f^i ITH G F©mi££5fiIL 
fc 0 ^-©^m. 30~3 0 0 0Mg/kg©HGF^77 bmmft^&^tzm^ 
IS^ffiiBIT'liH G F ©gJgfTC&S c -M e t ©T y r gyfc&<U fStt 
Yt^tlTWcTK ffFJSS^Sfi^I^T'ti. Ma^iritL. c-Me U*£<gtfert:£ 
10 d©c<tS3:. S-^LfcS5^^fe{r*jiNTHGF(i 

RJt©J;-5{rHG F©fpffl^^ffi^.^ti/c/-cto. ^aj#^(i^{rH G F©|££][*| 
S^cJ;^^ii^ii^^/ca6{^ B3^t*l&M5EYt^ (A SO) (DWto^Tfrtm^ 

Bi&g©'f£"WfflJ$iJ £ tl £ C £ £ H ft U ;t „ Z tilts HGF jfo1££r£fM? K J: 
20 RJb©«k-5K. A S 0 * f;bi:#t§ H G F O^^j^Of »TS£b 

;l/£Jfl^TE5SEBftfl!£^£m\ I/NJt(%) (^JfilMLJE/iE^KjfiUEx l 0 
0) Zm^tzo *©££J^ {£i£#* • 1&&.m%8tC, I/NJt©W*^3fe#*^tot> 
25 n/;„ Ctiit HGF Jfo Wr&tfUB C =fc <0 > MjfiLK©JflLfrli^5fe# Ufcli 
^It^^o ££t^ ^^^e^UCo^T^j&L^itf^tfTo/ciiC^. HGFS 
^©(3 9^«{ClftLl : 3t#^X=iT©±iljn^«^o/'Co cnii-f HGF© 



WO 00/07615 




PCT/JP99/04249 



tztZZ, H G F ©®5f*I «k >0 zm-f ZMWmib >>titc a 

i*© a s oit, m^m&cbmm^g-jtmtt Lx^MTR^m^w-oBm^M 

v V "C(i. 3>Kp-ff >M£IE-£H±-fy =?- >£@2-£ LfcHGF i — ^ U y 
h£it$£U $ h^b©HG F©Scfctl«lNi:C^^^m^#^n^o C©C 

=i y Kd^ f->®t^i'©lffl»^®*«^^^'D7 : -^-^U # 
25 l^HGF»J©^-\ HGF©JS:tB^'St^i^LTt^o C © d t {i±IS© £ 9 
iC. 3>Kp^ff >BKSe^ £"©lffl W*5f£-lfiJ£-f £ zTu -Tit ? U # U£ t ^ 

h g ?$mv>?zti\ s^pjT©*aafe*cfci < . jm^-t £^#©#i© 



WO 00/07615 




PCT/JP99/04249 



5 ( 1 ) H G F &m%lJ&fr± U S^fe^Fif®ffi«0^©i£^mii^W^Ji©M 
( 2 ) «L'S^X(i»jM^t^^X{i^l?St-^ 7t&© N itna ( 1 ) IBteOSSI. 

c 3 ) ^umm^xh^>, iuib c i ) xt± ( 2 ) 

10 (4) S4»^TX(iMT*-5, fllfi (1) X(± (2) MO^T^M 
(5) S-^«^#m^X(^L^T^^s HJifi (3) l^©jKftrt&i*JBS13!L 

&n ■ frit - ftm&&nirz>zt&4mt-rz, lute ( 1 ) , (2) N o) xi± ( 

15 5) ISigOSSl^J. 

^ ss^aaii^as^ 5 o wits . mis c i ) . ( 2 ) . 
C3) > (5) x(i (6) ^Mommpm^-mwpL 

20 C8) HG F^lxb^i UTtf t5IM©^SIi^'t*-7XS4lfcl§ 
ttmi>, MM, lf»f>lli:fc!^ A U C *< 5 55-© 1 £TFT& t) s s^mtc* 
5i«l^AUC^5 O^JEUiTfe^Ct^^t-rS. fijiS (1) x (2) . ( 
3) . (5) Xi± (6) f2m©»ftf£^»J> 

25 15(1). (2). (3). (5). (6). H) Kit (8) $ffi®ffimft®Mm 
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(11.) im<DW*fbb<0. 0 1 -5 0 0 u g/\igT&ZZt&fflk£-tZ. Wi 
IS (1) . (2) . (3) . (5) .-(6) . (7) . (8) . (9) Xfi (10) f£tS© 

5 (12) i@©s4i*<o. i~ i o # g/k gT^sci^its, mie ( 
1 1 ) imomm^^-mmm, 

d3) mmm&frmm&sjtimiUE.-v&z, itna ( 1 ) ~ c 1 2 > 1 ^"n^sasa 

(14) siMiiMtifJT^^^ aijia ( 1 ) ~ (i 2 ) t^-m^iem© 
10 otj. tm: 

(15) H G F &m$bJ8ft£ t-T^f U J§.-^ H G F • W£-? ZVa'gtt 

Ulie (1) ~ (1 4) l^"ti^l£«g©^ik 

15 OT©ffiWf£BJl 

20 U 3 il 3 v h»ffi^fiCHG F ^-S^-U^OiFFfii^omSt^^-rEIT' 

15(1 5 hTK«.^^KZ)^itM-SS{r^j-r ^5 H G F ©BfcW^^-T ^ 
25 ^7T"£>£ 0 

16(1 HGF^f37rt*>;-^l/»y h^t>©HGF(DjS[ai^i"EI"C*>-So 
17(1 ^ h*»^ftCHGF£&i^U/ct£©M> ML flcioi^ c 
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-Me t©»j yWtfk&^-fm'v&Zo 

08d 77 hTKMASO^fJWCSUTHGF^iM^U I /Nit ( 
96) (&DElL^lfiLi±/JES-Ml£Ex 10 0) ^-Pi^fc^m^^riaT'feSo 

5 I /Nit©m¥^P^/c^m^^-rEJT-*So 

10 gll2{±, 7>7 FTKMASO^fmfLTHGF^M4 (Ug/k 
gx20i£-^) U I /Nib^il^/c^^^-UT^^o 
HI 3d bTfl&^lfiLAS OtfJbC^lTHG F ^-jKPSfi&J* (3 /z g/k 

&ftTt G^IxJl im%&fts££&t^ Code No. HGF-1011) ^ 
fffiUTfeJ;^o HGFOSilSiUm M;Lfi\ HG F£j^r*30fyg#i»fflliS 

itSa^HGF^SCti^S (Mli Nature, 3 4 2, 4 4 0 (1 
9 8 9). BttmW- 5 - 1 1 1 3 8 3 ^fi. Biochem. Biophys. 
25 Res. Commun. 163, 967 ( 1 9 8 9) £f#KS) 0 Jhi£©?t^#M&<i 

{i'^ra. p-sxteifj'-MiS^ z^m. So c © ck ■? &c s> nfc h 
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lt(±. i&fiLttic^s,. M^mmm, 
<m~ '<-v+-m, M.mm, mmm^^ mmM^m, mmmmmm, mrnrnti 

3 >*!k xjnvm ^^-y^fFU^if^tf t>n*o £t>K. ^&t4<Z> = — ^Uy h 

25 ^M^^©a»SW©«^^ie^L^^HGFM(i^ IE^U/ck©<titiRU 
T. S^'fe^t>©HGFCDS<^ai^m^<i:C^9 ^ ff^ ; S•1-'5o ^^TS4»bI 
4\ ^©l»ll^6D^»©^*Wi^C<t36<T*^^o ££>K, 3>FD^ff« 
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©WJ^n^C i^D«itlTt/^^ (Hepatology, 20, 417 (199 

10 3o BEST'S cf'^-a tfJfiix 116, *fflalf. *&<£*§®#i:\ HGFiC^-iSftl. 

15 tll5o HGF^Kf ^SiUT, Sfi^-r iJ7-i:MCtf$MH 

gfiM^iJCfc^T, pHW^-« >f*>zft£#<fc*©3H^ 
^fipTS ct* tr «fc t) v * >' ^° ? 3f ©fil^©SJll^ ir-©#&^nc ^CMbtlT^So 
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bTSis ^<ife5 0 0/zg/k g/mVCT, =t *)M&#1\Z\± 0 . 0 1 -5 0 0 ^ 
g/kg/1, $f^U<(±0. l~10Mg/kg/@»flt% £/ci§:# 

mm • w*m$Lt uit ^ < 1 & 3 ^©s^iaTii 1 ~ 2 

m^n-m, mwmsm, mm^m, hu-y Yuv^m^^t^n^iwimnm^ 

10- K>y^°5-jflLrJfcft^MC^cAnkle Pressure Index (TJBOfillEi JUKjfiLE© it) © 
SiJ^fTl/^ MU&> &sSB.W&&mMTZ>o '^m^m^^tzMMm^e (Angiography) . 
Digital Subtraction Angiography, Magnetic Resonance Angiography^ <k 0 -> ifn 

mo&m, mm%m%ms<WM-t%o ^^mmm^mLx^ mx.it, society 

for Vascular Surgery/ North American Chapter and International Society for C 
15 ardiovascular Surgery \ZX>0 fe^intz.m$^+S. 2ffc$£o „ shWk&ti t 'K J: *5 # 

$ }C0 1 ^TBff^ b20 ^rfjf. Sf * U < (i 3 ypjf^ £ 6 >rfjf K^tfTft-^-r 

-S o 

20 dcb^T^So 



25 1 

g^^ggC J; Z> H G F gpfrffifflflggp Jfc%E 

i . m n ft s-^ ia^HGF©# ft rai©&ft 
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5 x-f^g^TT\ ^ -y NO^dEi^gpSS^^^^SBtC^Tofco S-^ite 1 m 1 / 
kgiU 0. 3M NaC 1, 0. 03% Tween80. 5mg/ml L- 
alanine 1 0 mM^x yMM©7£ ( p H 5 . 5) ^vehi c 1 eil 

~cmi^z 0 HGF»b5^ 3 0 2 B#fHk 8 B#HJI N 2 4 77 F 

10 7h £?rt, \ 0. 0 7ml/hr^Uco t£-^§§^ t> 3 9$f& 

t hHGFiftgKoovCii. t hHGFffiU^SE L I SAt7 hT^^^fAxxHG 
F EI A mm^MmnpJrm) ^J3t^T«L^ 0 «gf't'©HGF(i, 2M Na 
C 1 . ImM PMSF, ImM EDTA. 0. 1% Tween8 0%^TZ> 2 

15 0mMTris-HCl(pH7. 5) ^miUf&t UTffll ^ (®5f3 : 12ml/g 
tissue, ffpjg • :8ml/g tissue), 1 ^fal*^ XL 
/c?£, 4°C, 1 5, 0 0 0 r pmT'6 0 ^Hil^SI U ffi£B?g^©H G Fi£±M 
©EL I MCTzBfl^Ufco KiMCo^Tk HGF^ 

S4UTl^^7 7 hOfi8StCi»zftS©HGF^liDU lUSKcffitB L/cy£«J3 

20 We £/c, -^>7°;b©#-|R^{CO0^fc. HGF^S4bTl^^7 7 hOffSfl© 

HGF^M^^F^CS-^Ufc^^^l^fctt^HG FM^Djf^Cot^T. Si 
K^to H G F ^Iif^^MS4 L /;t©ltl(:^l ^ ffttl 1 iOTto 
25 HGF^Ifl^b6, 6 0 u g/k g/h r t 3 ^^4Ufci#©Si^' : f I S 
^Coi^TiiiHra!^ (1. 5ng/g tissue) KTO^fco 3mg/k 
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lOng/g t i s sue©t-y-T'^5o 



AUC(hr-ng/g tissue) 
(infinite) 

tl/2(hr) 

Cmax(rig/g tissue) 
Tmax 



S£g»ftjg-5^ 3mg/kg 



11.6 x 10 & 



10. 6 



84. 1 x 10 3 ' 



5m. in 



Mm 



820 



11. 2 



82. 4 



5min 



10 KlCllfciO'Ilc^^n^J;^:, H G f ^m^^-^tcm^, iS^Ufc 

15 i-ffij&^fco £7t. 0 3. 4^^tl^>J:9fC. HGF^p^^-^U/cJ*^ fflist 
H G F fC^S:-^ jflLft. flfJK. WS»*© H G F ztS^ft < &m 
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00/! g/k g/h rn^m^^t, jfiLft4>"C(±5 3 6 n g/m 1 ©HGF^ 
bTl^©(^U M^Ttel 0 n g/g t i s s u e*|y^4Ui^ot, 

ftb©^('(ifpffl^-i±-r^s ^isjiaM^s^^cHG F&ftmzi±zm&'v£& 

2 . &J*ma&K i;5HG F jflL*zft£}£g©ifct£ 

10 (l)^fe 

7^y>f-l77M^T, HGF^3mg/kgT«rtS4W:l^ts 0. 
3mg/kgT'Mbo 1 usfi^lfc^i, 3mg/k g TtTS4W:S^ 

^^©■^SBicfTo S-^Sii lml/kgiU 0. 3M NaCl, 0. 
15 03% Tween80, 5mg/ml L-a 1 an i ne^tl 0raM^x> 
mmmm. (pH5. 5)^vehicl eatffll* 0 S5^F*I^"C(ix H G F © 
g^£5#, 3 0^, 2B#r H ^ 8B#Fb1. 2 4B#f H m^(C7 v h^^JfiLW^^b 
/Co F©I»^l\ t£^£2^ 5£\ 1 55K 3 0£\ 

i^rs. 2mm, smm, 12^, 2 4B#rBm^cjfa.?t*WL/co &t 

20 S4tilS4^5^ 15^ 3 0^, imm, 2mm, 5mm, 12mm, 2 4 

mmicsfcm^t^ 5 -y n jhl?s ^0 t h h g fzsskoi, t h h g f zho^ e 

L I SA^7 hT^^'f A-XHGF E I A (#^^W3£FJt§D £Ml ^TfflU^ U 
(2)^m 

25 ?IJJ^^?J?W UTt# £ titzWmmWs -9*^.2 \Z7Ff 0 t/;U b 
o 1 usS^o^m S#fitCStt-^^ii*^U, 3mg/kg©HGFS 
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j&PSrtK^ KTS4Tffi<, ^n^n#Ml^lb o I u sM©AUC©6. 
7%, 2. 6%^r£>-?7to mMskm^M^ (Cm ax) iCo^Tk SW^b 

o 1 u s gt^Cifc-^ #5811*18:-^ fitTS^-Tlg < , ^tl€'n#»b o lusg 
^-©COcDO. 0 12%. 0. 0 0 8 7%t«-7fc„ 
5 S2 





#T nfcr rtn 


nfM boius 






3mg/kg 


3mg/kg 


3mg/kg 


AUC (mirvng/mi 
( infinite) 


6310 


94390 


2419 


tl/2 (min) 


801 


8,8 


525 


Cmax or Co 
(ng/ml) 


8.96 


73380 
(Co) 


6.42 


Tmax 


5min 




5min 


AUG ratio 
(XLv.) 


6.7% 




- 2.6% 


Cmax ratio 
(X i.v. CO) 


0.012% 




0.0087% 



(1)^ 

10 SD^7-y M^Tn HGF^-0. 0 1mg/kg«^U;S^ 3 0 
mg/k gVBMftb o 1 u sg4lti^©l^^HGFIg«lfco ®5i*Ift 

0. 5ml/kgtU 0. 3M NaCl, 0. 03% Tween80, 5mg 
/ml L-a 1 a n i n e 1 0mM^x>Mi (pH5. 5)£veh 

15 i c 1 eiUTEt, HGFS^t>3 0^ 6H#Rg. 2 4 8^^^ 7-/^ 
t>S5^ (S-^SB) &ntz 0 ffWlb o 1 u s^{±5 >y FOiSi^b lml/kg 
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&m*(Dt hHGF«gf;:-^TJ±. t hHGFlIfflEL I S hXhh^J^ 

-^hgf e i a <m*&&m$ffi;m &m o ^xmim u tz a jkh^© hgfi±, 2 

M NaCK ImM PMS F.-lmM EDTA, 0. 1% Tween8 0 
Wf£2 OmM Tr i s-HC 1 (pH 7. 5) UTJSIn (12ml/ 

5 g tissue). l^S^WXLfc^ 4°C, 1 5, 0 0 0 r pmT:'6 0 
fi-fflM'L^Ml;, ffiaj^©HGFJ|-$-±i5©E L I SA + 7 htCTSfl^L^o 

©HGF£-i«lU l^«Kfi&ffiWcjg&£jm^o £/c. if>-7 : '/U©#-|Rteo^T 

£«tt^iK£U 0. 0 1mg/kg©HGF^©^°7^-^*i:ffiUco Ir!* 
15 OHGFtg^^L^:*^. ^l*I^{Cfe{j-SAUC(i:#Ml^b o 1 u s S-^tcJt^ 
T> ®I*1I*JS-^ T^U<fl5<. gHDRftb o 1 u 5 

/Co MMWj^M^. (Cmax) ICo^Tfe^ #Ml*)bo 1 u s Wz-fcik^T^ 

(K^Sg) T=i L<M<, BMP* bolus i£-^©f*j 9 6 0 o tz 0 





ffiRiW ( i m) 


s&Mfo bolus ( i v ) 


i m/ i v 


AUC 

( n g * h r / g muscle) 


4 16 0 


6.37 


6 5 0 


Cmax 
(ng/g muscle) 


4 5 9 


0.476 


9 6 0 



20 



(i)^£ 
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SD^7 7 h (9iif&N ti) £MWc 0 ft 5 0 rag/k g£>^> Y^OV\z9-)\y ( 

C«f»U ^7^I^fify©^|£j|*ItCHG FS/ciiv e h i c 1 e£&-£Urtio :*: 
5 FiiKjMM^am^^S^IS^U. S^Ilrag/kg/da y . S^ilm 1 /k 
g/day, lHlil, 5B Fb1&-^ L/c Q veh i c i etLTO. 3M NaCI, 
0. 03% Tween80, 5mg/ml alanine, 1 0 mM Na-c 
it rate buffer (pH5. 5) ^l>/; 0 »IStB^b'l 4 a^C, 

10 fc^. if— =E^7>f- (B$7t:'t- tX^lM) ^^T, ^IITSUrtl (15© 

spfe i ) • TMs&ft#i m%m 2 ) • BrFttflj (M$m 3 ) • ymmM^m (.m%m 
4 ) • jzwrsmm emu®. 5 ) • tjs^wj tmzm 6 ) © 6 >r#r©&jfSMs^ 

15 ( 2 )££JH 

h i c 1 e&t&Mistzm (H^ S) "C^ dlJfiLlKO^feK&^T. jEHTKchifc^ 
TO. 8-1. 7XZ<DUB&&T&M.Z>tltz 0 ttllZttLT, HGF^4l^S CI] 
=K tCfc^TI^ 0. 2-1. 0 "C^S^gfFCffllx. £*ro^o ^SP&SiC. 
20 •SS'fST^2^-eit^U/ciC5. 6 Tffi&TiDmnzlsi^T, 

tcjoi, ^f£. h g f cds#jc j: o mm^&mi&Tfimu $ ntz 0 
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mm\ 3 

HGF^;-<U-y hfr£<Pin vitro H G Fjfe&Kltetj-S =r > Kn-Yf- 

s 

(1)77->1 0%tf©HGFtf;-<l/ 7 h©I»£ ' 
5 HGFfff: 13 1. 2^g/mg;_^L/7h 

HGF6 5. Smg&^-f%7kmi&6. 9m 1 i 1 %77->7KM4. 4ml 
£3&®7jc 16ml^[;2%7fn35-y>l 6. 7 g Ufc&s 
^»©m^7K^0^.T«$i±. Isg^U ^Sf^-^fC UTto Cft£l 0m 1 CD-r 
^ X # - if T'; 1/ -> U > A tU 1 0, 0 0 0 GT-60 #Rgi&(>ffitf& L/c 0 C ft £ -> 
10 U >>^£i¥LfctiU/^ ffcSU OTnT-^::^::^— 5 0 0 ^g©H 

GF^ft5M0 5-^U7h CiSmi- 1mm, fi$4mm)^#f; 0 
(2)=i> Kn^^figgfel 0 %tf©HGFff h©it& 
HGFMi: 13 2. 8^g/mg;^7F 

HGF6 5. 3mg^-g-WTS7jc^g6. 9mltl. 5 %n > FW^>Bftlh>- 
15 hUt7A7j<^2. 9m 1 <fc«gg7jc 1 7m 1 fci[/2%7fD3 7 -^>l 6. 7g 

- {CL/Co cn* 1 0 m 1 Of-f X#-1f/;l/-> U >^i:A^ 1 0, 0 0 0 GT60 

-**fc!3 5 0 0 ^ gOHGF^tf ni^Ci-^Uv h GtSO. 9mm, 5 
20 $4 mm) &&tz 0 

(3) i n v i t r oKftfilfc 

0. 3% Tween20^PBS (pH7. 4 ) *1&&%Lt LTfl^fco 3 
7°CCfct^T, 2m 1 ©7&a^}'JL^©7j^T-p$auyc^— ^U-y h££-*Aft> 
HGFCjaaj^K^ailSU/c (n = 2) o KMt©HGFitCoi^T(l ^v°U 
25 >77^- -r-f -^dt h/77Si:T8(SLfe, 

^^Itm^H 6 fC7^-r o gp-£ N 3>Ko^f >iiitfO;-^U7 IB 
tCliHHl 0 0 96©HGFa^tfJ£ftfe©i::*fU ^ > Ko^f«^tWl« 
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it, H G F ig»^o □ > F n ^ r >Sti^ i J ©7°Dft ^ ij * > i H G F 

fitfC^FJf Wir H G F &ftm $ -t±#* ^t&&^-r 0 

7y Utt^l^lHGFS^CD^-li^tCfctj-^ c -Me t © U >HKb 
10 Q)3f8r 

SDS77 h (i 2jis^ m ^rni^T, ffimft8&&<Dffim, sm. wm^ij- 

£ c -M e t©U >ifbi:ouTttL//;o i-f;WTT7 >y h©£;*«£Sffi& 
0. 3. 0. 03mg/kg©HGF^S4Ufco S^b5^, 3 0£- 
^fC-7»y h^MLU S5f*U tffJfS. WSB^SStB U/Co JftffiLfcflftliKR I PA b u 

.15 ffer(5 0mM Tris-HCl(pH7. 4), 5 0 mM N a C 1 , 1 % T 
ritonX-100, 5 mM EDTA, 1 0 mM Na 4 P 2 0 7 , 5 0 mM Na 
F, 1 mM Na 3 V0 4 , 0. 4mM AEBSF, 10/jg/ml Leupept 
in, 1 0/i g/m 1 Aprotinin, 1/ig/ml PepstatinA) 
£5 035 f*3) £fc{*8 (fPlH, ¥?JB) ml/g t i s sueiiU U h o 

20 JfH^T*^^- h U/Co LT> 1 6 0 0 0 r pm, 4°C, 3 Q tm&bftm-? 2> 

ztic^tomz&m^o i omg (mm) Sfcii5mg (jpfis. 

frffiffi&^-R I P A buf fertlmliU 50^1 (#j 5 0 96) ©P r o t 
ein G Sepharose (Pharmacia £t) 4 °CT> 2 B#FhJ 

J»l$Ufco aa^C«fc*5. Protein G Sepharos e -€-©±?ff 
25 gOtfCc -Me t ^ (Santa C r u z£b) £#nx.. 4°CT— BfeSH^U 

f: 0 2 0fil®Protein G Sepharose £j&nx.x 4 "CT 2 

mmmW^tz 0 &blZ£Q±m%:®ik* Protein G Sepharose £-1 
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ml© RIPA buf f erT3 EU#fcr#- Ufc&L 2xloading buffer* 
JP^ V 10 0^ 5^Fb1MU 7. 5% SD S -P AGEHfitUTto ^l*Ufc2 

% BSA^tt:TBS-T (lOmM Tris-HCl(pH7. 6), 150m 
5 M NaCl, 0. 05% Twe en2 0) ^liot^CiCJ;^ 7*n 7 + 
>^"U^ 0 TBS-TTg<-M'^ 1 ^ g/m 1 ©tftU >@Kt^o->>mi$ (Up 
state Biotechnology £t) ^^jT B S - T ^ZlL 1 B# fig 
MtvLtZo $b>CTBS-T T2Sfc?£&. 2 0 0 0 fes&gl {.tz^jV** -> ^— if^I& 
gSvfr (Ame r sham|t) ^TBS-T^t\ l^fUMt 

10 oL^o TBS-TT-M'^ E C L 7XX^>7d >y h^LBMMC Am e r s h am 
tfO^jm^Ts 'JVift^n/cc-Me t ©^ttJ^-tToTto 

y^Jl/?-{t^ 6 2. 5mM Tr i s-HC l(pH6. 7), lOOmM 2- 
mercaptoethanol, 2% SDS z^^T?. 6 0 °C. 3 0 ^HiSi: -? 
t^CiCJ:^ f7°n-7'U TBS-TTM^ 3% BSA^TBS- 

15 TtTli^t^CiCJ:^ 7D7+>^"Lfc 0 TBS-Tfg<^^ 0. 5 
fig /mi (Dlfi c -M e t ffib^tfT BS-T 1 B£ ffl&t r> Lfz 0 £ 

bCTBS-TtME 2 0 0 0^#IRL^<;b^-+-->^— fefgl^t "5 if^ I gift 
flc ( Am e r s h a m}±) £-gtrT B S -T4-t\ ^ 1 mmMto L/c c TBS 
-T-C'^fe^^ ECL7XX^>7'P7 htlUM^^T, c-MetO^Si^fT 

20 -jfco. 

U >Stf b c — M e t 3 I P - W e s t e r n ©££Jjl£EI 7 {C^tV 

0. 0 3~3mg/k gCD^-S-^ifCfct^T, c - Me t ©fllMJ >W 
^^n/Co — MfeJ;0*S)]l{Cfc^T(i, HGFIM4CJ:ac-Me t © 
25 U >^k{±E^^^ofe 0 d©*{i. 3mg/k g£UT<£>H G F ^135I^F fc 3(Cf;£-^-"9~ 
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mmi 5 

(1)^3* 

5 SDi7-y h (14«> W) £fflWc 0 It 5 0 m g/k g©^> h/<;Utf^-;l/ ( 

U/cm> ^y»M£fi§]ffiU hT&^^T^l^fEJ&Ufc (C a r d i o v a 
scular Research, 35, 547-552 (1997) #HS) 0 ^© 
[Sm^, 2E^yj|^©S5l^l*ICHGF^/c{i:v eh i c 1 e^g^Ufco ^Mit 1 0 
10 0 g/k g. S^mtilm 1/kgi Dt 0 $ t>JC4H^ i-f;l/|ST"eHi 
K&J^fr^ /Co vehicles UXO. 3M NaCl, 0, 03% Twee 
n 8 0 , 5 m g /m 1 alanine, 10 mM Na — citrate buf 
f e r (pH5. 5) £JBt^fc 0 »IS^bl4Bti:> ^> h/<;Ubf^-;b 

15 ri£lfiL&*ft^ft©lfiLEEj^& I /Nit (96) =^lfilMLiE/iESKjfllJEx 1 0 0 

( 2 )feH 

^m^H8JC^-r o HGF^fm vehicl eigi^CJt^TSC I /N 
ifc*^# ^ tlTto C tUt, HGF ^oifiLWff^ffl J; £ % © <t £ titz a 

20 

NZW^^if^' (2 2MB, t&) *:Ml^tZo 5rag/kg0^y7^> (^Wi;U 
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